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REMARKS 

After entry of this amendment, claims 1 , 3-33 and 35-45 are pending. Claims 2 
and 34 are cancelled; claims 1 , 3-6, 32-33 and 35-37 are amended. 

35 U.S.C. § 112 Rejections 

Reconsideration of the rejection of claims 1 , 7-30, 33 and 37-45 under 35 U.S.C. 
§ 1 12, first paragraph as failing to comply with the written description requirement is 
respectfully requested. Claims 1 and 33 are amended to include a chemical structure, 
which describes the methionine or methionine-like moiety. Accordingly, with the claim 
amendments, claims 1, 7-30, 33 and 37-45 satisfy the written description requirement. 

Further, reconsideration is respectfully requested of the rejection of claims 1-45 
under 35 U.S.C. § 1 12, first paragraph as failing to comply with the enablement 
requirement. As explained below, applicant respectfully maintains that the pending 
claims are fully enabled. In any event, it is believed that the rejection is obviated by the 
amendments to claims 1 and 33 to include a chemical structure describing the 
methionine or methionine-like moiety. 

The Office states that the "specification does not enable any person skilled in the 
art to which it pertains, ... to use the invention commensurate in scope with these 
claims." 1 However, the authorities establish that a specification that contains a teaching 
of the manner and process of making and using the invention which corresponds in 
scope to the claims is presumed to be enabled unless there is reason to doubt the 
objective truth of the statements contained in the specification. 2 Although the prior art 
affords no basis for predicting whether a specific sulfur-containing protective agent 
would be effective against CDDP toxicity, applicant has discovered that ototoxicity due 
to CDDP can be treated with the limited range of compounds within the structural 
formula in claim 1. Moreover, with regard to predictability, none of the ineffective sulfur 
compounds which applicant discusses in the specification on pages 5-9 fall within the 
structural formula recited in amended claims 1 and 33. And while there still is no basis 
for predicting the efficacy of many or most species within the wide genus of organic 

1 See Office action dated October 1 , 2004 on p. 2. 
2 ln re Marzocchi , 169 USPQ 367, 370 (CCPA 1971). 
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sulfur compounds, applicants amended claims are diverted to the use of only a 
relatively small subset of the possible sulfur-containing protective compounds. 
Accordingly, since applicant is claiming only protective agents of the structural formula 
in claims 1 and 33, the Office has not provided a reason to doubt the objective truth that 
these protective agents are enabled for preventing or treating ototoxicity from exposure 
to anti-tumor platinum-coordination compounds or aminoglycoside antibiotics. 

Moreover, inasmuch as there has been no enablement rejection of original claim 
2, the provisions of which have now been incorporated into claims 1 and 33, it is 
believed and understood that the instant amendment fully meets the ground of the 
enablement rejection of claims 1 and 33 as articulated by the Examiner in the October 
1 , 2004 Office action. The Office is, therefore, respectfully requested to withdraw the 
§112, first paragraph rejection of these claims as based on the scope of definition of the 
sulfur compound. 

Because the definition of the protective agent in claim 31 is fully within the scope 
of the definition of original claim 2, it is further respectfully submitted that the 
enablement rejection as set forth in the October 1 action does not apply to claim 31 . 
For this reason, and because the claim is independently submitted to be fully enabled 
under the principles of Marzocchi and similar authorities, it is respectfully submitted that 
the §112, first paragraph rejection of this claim, as based on the definition of the sulfur 
compound, should also be withdrawn. Claim 31 is directed to the administration of 
either L-methionine or D,L-methionine to a patient undergoing treatment with an 
aminoglycoside antibiotic. No other otoprotective agents are encompassed by this 
claim. The Examiner has offered no reason to doubt the objective truth of the teaching 
that L-methionine and D, L-methionine are effective against ototoxicity in a patient 
undergoing treatment with an aminoglycoside. 

Reconsideration is respectfully requested of the rejection of claims 1-45 under 35 
U.S.C. § 1 12 for failure to enable "preventing." The Examiner asserts that generally no 
compounds in medical science can "prevent" any conditions. 3 However, a medical 
dictionary defines preventive as "to come before, prevent" and lists prophylactic as a 



3 Page 3 of the Office action dated October 1 , 2004. 
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synonym. 4 Accordingly, the term "prevent" is construed using the plain meaning of the 
term to mean that the agent is administered prior to the event, as it comes before or is a 
prophylactic. Additionally, "prevent" does not have the same meaning as the term 
"cure," because in the medical context, cure implies that the agent is administered after 
the patient has been in a diseased state, since it is defined as a "restoration to health." 5 
Therefore, prevention is not synonymous with cure and a method for preventing 
ototoxicity as construed above means that the anti-ototoxic agent is administered prior 
to the event and it does not require a method for treatment with absolute success. 

The claims at issue recite methods of "preventing or treating ototoxicity." The 
definition of "treat" is to care for a patient medically or surgically. 6 When read in the 
context of the claims and specification as a whole, the meaning of preventing or treating 
ototoxicity is to administer the otoprotective agent of the invention to a subject in need 
thereof; this administration could be prior to, simultaneous with or subsequent to the 
onset of ototoxicity. 

Moreover, treating ototoxicity includes preventing ototoxicity. To treat (care for a 
patient medically) ototoxicity, the care can be prophylactic. In addition, the treatment or 
care can be simultaneous with or after the onset of the ototoxicity. Thus, to treat 
ototoxicity, the agents are administered prior to, simultaneous with or after the onset of 
the ototoxicity; whereas, as detailed above, to prevent ototoxicity, the compositions are 
administered prior to the onset of the ototoxicity. Neither term requires a "cure." 

Reconsideration of the rejection of claims 1-45 under 35 U.S.C. § 112, second 

paragraph is respectfully requested. As defined in claims 1 and 31, Applicant's 

invention is directed to a method for 

"preventing or treating ototoxicity in a patient undergoing treatment with a 

chemotherapeutic effective amount of an anti-tumor platinum-coordination 
compound" 

and claim 33 defines Applicants invention in a method for: 



4 Stedman's Medical Dictionary, 26 th Edition, 1995. 
5 See id. 

6 Stedman's Medical Dictionary, 26 th Ed., 1995. 
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preventing or treating ototoxicity in a patient undergoing treatment with an 

aminoglycoside antibiotic." 

As the specification states on pages 2-3, anti-tumor platinum-coordination compounds, 
particularly cisplatin, are known to cause ototoxicity. They inherently possess this 
potential. Furthermore, the specification states on pages 34-35 that aminoglycoside 
antibiotics are known to cause ototoxicity. Again, the potential is inherent. Moreover, in 
many cases, ototoxicity is the dose-limiting factor for administration of anti-tumor 
platinum-coordination compounds and aminoglycoside antibiotics. Accordingly, with the 
information in the specification and knowledge in the art, a person of ordinary skill would 
know that treatment with a chemotherapeutic effective amount of an anti-tumor 
platinum-coordination compound or an aminoglycoside antibiotic is very likely to cause 
ototoxicity. 

In any event, there is no indefiniteness in the language of claims 1 , 31 or 33. 
With regard to each of these claims, it can readily be determined whether a method as 
practiced is within the claim or outside of it. Accordingly, there is no necessity for the 
claim to expressly require that the ototoxicity be "caused by" the platinum-co-ordination 
compound or by the aminoglycoside. Consistent with practical clinical practice, where 
either cisplatin or an aminoglycoside is being administered, the method comprises 
administration of methionine or a defined methionine-like compound as a prophylactic or 
ameliorative treatment for any ototoxicity that is indicated. The claims in question 
definitively so provide, and §112, second paragraph is fully satisfied. 

Finally, claim 32 was amended to delete the phrase "said noise exposure" as its 
addition was an inadvertent error. 

The Claimed Compounds are Not prima facie Obvious in View 
of the Claims of the Cited Patents. 

Reconsideration is requested of the rejection of claims 1-45 under the judicially 

created doctrine of obviousness-type double patenting as being unpatentable over 

claims 1-36 of Campbell (U.S. Patent No. 6,187,817), claims 1-25 of Campbell (U.S. 

Patent No. 6,265,386) and claims 1-45 [sic 1-29] of copending Application No. 

10/694,432. 
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A. U.S. Patent Nos. 6,187,817 and 6,265,386 

Without conceding the propriety of the rejection, applicant's attorney has filed 
simultaneously herewith a terminal disclaimer with respect to the '817 and '386 patents. 
Accordingly, the obviousness-type double patenting rejection is traversed with respect 
to the '817 and '386 patents. 

B. U.S. Application Serial No. 10/694,432 

The analysis employed in an obvious-type double patenting rejection parallels 
the guidelines of a 35 U.S.C. § 103 obviousness determination. 7 However, an important 
distinction exists. A rejection for obviousness must be based on a comparison of the 
claimed invention to the entirety of the disclosure in the prior art reference, whereas an 
obviousness-type double patenting rejection must be grounded on a comparison of the 
claimed invention to the claims, and only the claims, of the reference. 8 

The subject matter of the claims of the present application would not have been 
obvious in view of the claims of copending U.S. Application 10/694,432. When 
evaluating the scope of a claim, every element of the claim must be considered. 9 To 
support an obviousness-type double patenting rejection, there must be some motivation 
or suggestion in the art to modify the claimed process of '432 to incorporate the features 
of the instantly claimed methods. It is respectfully submitted that the Office has failed to 
establish any such motivation or suggestion, either by citation of a secondary reference 
or by evidence of the level of skill in the art or the nature of the problem. 

Subject claims 1 and 31 are directed to a method for preventing or treating 
ototoxicity in a patient undergoing treatment with a chemotherapeutic effective amount 
of an anti-tumor platinum-coordination compound, the method comprising administering 
to said patient an effective amount of an otoprotective agent. In contrast, claims 1 and 
22 of copending Application 10/694,432 are directed to a method for preventing or 

7 ln re Braat , 937 F.2d 589 (Fed. Cir. 1991). 

8 Purdue Pharma LP. v. Boehrinqer Inqelheim GMbH . 98 F.Supp.2d 362, 392, 55 
USPQ2d 1168, 1190 (S.D.N.Y. 2000), afTd, 237 F.3d 1359, 57 USPQ2d 1647 (Fed. Cir. 
2001). 

9 See, e.g.. In re Ochiai , 71 F.3d 1565, 1572, 37 USPQ2d 1127, 1133 (Fed. Cir. 

1995). 
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treating ototoxicity, neurotoxicity, alopecia, gastrointestinal disorder, or reduced survival 
in a patient exposed to radiation comprising administering to said patient an effective 
amount of a protective agent. Accordingly, as the claims of the '432 application do not 
include the element of a "patient undergoing treatment with a chemotherapeutic 
effective amount of an anti-tumor platinum-coordination compound," the claims do not 
include all the elements of the subject claims. Furthermore, the claims of the '432 
application would not have motivated a person of ordinary skill to select the element of a 
"patient undergoing treatment with a chemotherapeutic effective amount of an anti- 
tumor platinum-coordination compound," as radiation is the only cause recited of the 
toxicities in the '432 claims. 

Analogously, subject claim 33 is directed to a method for preventing or treating 
ototoxicity in a patient undergoing treatment with an aminoglycoside antibiotic. As 
discussed above, the claims of the '432 application recite radiation as the only cause of 
the toxicities in the '432 claims, and thus, the '432 claims would not have led a person 
of ordinary skill to select the element of "treatment with an aminoglycoside antibiotic" 
from the universe of causes of toxicity. Accordingly, the subject claims would not have 
been obvious from the claims of the '432 application. 

In the Office action it is pointed out that the "comprising" form of the instant 
claims does not positively exclude the administration of the recited sulfur compounds to 
a patient who is undergoing treatment with radiation. However, this is not the point. 
The point is that the instant claims affirmatively require administration to a person who 
is undergoing treatment with either a platinum-coordination compound or an 
aminoglycoside antibiotic. Moreover, the '432 claims offer no remote teaching or 
suggestion that D-methionine or any other sulfur compound be administered to a patient 
undergoing treatment with a platinum-coordination compound or an aminoglycoside 
antibiotic. No secondary reference has been cited to support such rejection, nor has the 
Examiner identified any knowledge within the skill of the art or any motivation in the 
nature of the problem which would lead from the '432 claims to the instantly claimed 
method. It is, therefore, respectfully requested that the provisional double patenting 
rejection over the '432 claims be withdrawn. 
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Information Disclosure Statement 

References 8-75 of the Information Disclosure Statement for the above 
referenced case and the Information Disclosure Statement in U.S. Application Serial No. 
10/694,432 are simultaneously submitted for your review. 

Applicant has simultaneously submitted copies of Office actions received in 
J parent applications U.S. Serial No. 09/057,065 (issued as U.S. Pat. No. 6,265,386) and 
I U.S. Ser. No. 08/942,845 (issued as U.S. Pat. No. 6,187,817) along with copies of the 
pending claim sets corresponding to each Office action. 
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CONCLUSION 

Applicant submits that the present application is now in a condition for allowance 
and requests early allowance of the pending claims. 

Enclosed is a check for $405.00 ($225.00 for a two month extension of time and 
$180.00 for late submission of an Information Disclosure Statement). The 
Commissioner is hereby authorized to charge any underpayment and credit any 
overpayment of government fees to Deposit Account No. 19-1345. 



Respectfully submitted, 




Senniger, Powers 

une Metropolitan Square, 16th Floor 
St. Louis, Missouri 63102 



JSH/dep 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Application of: Kathleen CM. Campbell 
Serial No.: 09/057,065 



Art Unit: 1614 
Examiner: J. D. Goldberg 



Filed: April 8, 1998 

For: THERAPEUTIC USE OF D-METHIONTNE TO REDUCE THE TOXICITY OF 
OTOTOXIC DRUGS, NOISE, AND RADIATION 



In response to the Examiner's communication dated June 3, 1999, i.e., Restriction and 
Election of Species Requirement, Applicant submits the following amendments and remarks in 
connection with the above-identified application. 

Please amend the application as follows: 

In the Claims ; 

Please add the following new claims: 

-30. The method of claim 1, wherein said aminoglycoside antibiotic is amikacin, and 
said methionine protective agent is D-methionine.-- 

-31. The method of claim 29, wherein said aminoglycoside antibiotic is amikacin. -- 



July 6, 1999 
(First business day after July 3, 1999) 



RESPONSE TO RESTRICTION AND 
ELECTION OF SPECIES REQUIREMENT 



TO THE COMMISSIONER OF PATENTS AND TRADEMARKS, 



SIR: 



-1- 



What Is Claimed I fl ! 
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1. A method for preventing or treating 
ototoxicity in a patient undergoing treatment with an 
aminoglycoside antibiotic, comprising administering to 
said patient an ant i -ototoxic effective amount of a 
methionine protective agent. 

2. A method for preventing or treating 
ototoxicity in a patient undergoing treatment with a loop 1 
diuretic agent, comprising administering to said patient 
an anti-ototoxic effective amount of a methionine 
protective agent. 

3. A method for preventing or treating 
ototoxicity in a patient undergoing treatment with an 
iron chelating agent, comprising administering to said 
patient an anti-ototoxic effective amount of a methionine 
protective agent. 

4. A method for preventing or treating 
ototoxicity in a patient undergoing treatment with 
quinine or quinidine, comprising administering to said 
patient an anti-ototoxic effective amount of a methionine 
protective agent. 

5. A method for preventing or treating 
ototoxicity in a patient exposed to noise for a time and 
at an intensity sufficient to result in ototoxicity, 
comprising administering to said patient an anti-ototoxic 
effective amount of a methionine protective agent. 

6. A method for preventing or treating 
ototoxicity, neurotoxicity, alopecia, gastrointestinal 
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disorder, or reduced survival in a patient exposed to 
radiation for a time and at an intensity sufficient to 
result in ototoxicity, neurotoxicity, alopecia, 
gastrointestinal disorder, or reduced survival, 
comprising administering to said patient an effective 
amount of a methionine protective agent. 

7. The method of claim 1, wherein said 
methionine protective agent is administered prior to 
administration of said aminoglycoside antibiotic. 

8. The method of claim 1, wherein said 
methionine protective agent is administered 
simultaneously with administration of said aminoglycoside 
antibiotic . 

9. The method of claim 1, wherein said 
methionine protective agent is administered subsequently 
to administration of said aminoglycoside antibiotic. 

10. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
administered to said patient in a time period from about 
36 hours before administration of said aminoglycoside 
antibiotic to about 36 hours after administration of said 
aminoglycoside antibiotic. 

11. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
administered to said patient in a time period from about 
25 hours before administration of said aminoglycoside 
antibiotic to about 25 hours after administration of said 
aminoglycoside antibiotic. 
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12. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
administered to said patient in a time period from about 
6 hours before administration of said aminoglycoside 
5 antibiotic to about 6 hours after administration of said 
aminoglycoside antibiotic. 

13. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
administered to said patient in a time period from about 
1 hour before administration of said aminoglycoside 
5 antibiotic to about 1 hour after administration of said 
aminoglycoside antibiotic. 

14. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
administered to said patient in a time period from about 
one-half hour before administration of said 
5 aminoglycoside antibiotic to about one-half hour after 
administration of said aminoglycoside antibiotic. 

15. The method of claim 1, wherein said 
methionine protective agent is a compound having the 
structural formula: 

CH 3 (CH 2 ) m S(CH 2 ) n -CH-X 

5 I 

Y 

wherein m is an integer from 0 to 3; n is an 
integer from 1 to 3; X = -OR 1 , -OCOR 1 , -COOR 1 , -CHO, 
10 -CHCOR 1 ),, or -CH 2 0H; Y = -NR 2 R 3 or -OH; R 1 = H or a 

substituted or unsubst ituted, straight or branched chain 
alkyl group having 1 to 6 carbon atoms; R 2 = H or a 
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substituted or unsubst ituted, straight or branched chai 
acyl group having 1 to 6 carbon atoms; and R 3 = H or a 
substituted or unsubstituted, straight or branched chai 
acyl group having 1 to 6 carbon atoms; or 

a pharmaceutically acceptable salt thereof. 

16. The method of claim 15, wherein said 
methionine protective agent is in the D- , L-, or DL- 
form . 

17. The method of claim 15, wherein said 
methionine protective agent is selected from the group 
consisting of D-methionine , L-methionine , a mixture of D 
methionine and L-methionine, methioninol, hydroxy 
methionine, ethionine, S-adenosyl-L-methionine, a 
pharmaceutically acceptable salt thereof, and a 
combination thereof. 

18. The method of claim 17, wherein said 
methionine protective agent is D-methionine. 

19. The method of claim 1, wherein said 
aminoglycoside antibiotic is selected from the group 
consisting of streptomycin, kanamycin, gentamicin, 
amikacin, neomycin, netilmicin, paromomycin, vancomycin, 
hygromycin, erythromycin and tobramycin. 

20. The method of claim 1, wherein said 
effective amount of said methionine protective agent' is 
in the range of from about 0.1 mg/kg body weight to about 
500 mg/kg body weight. 



21. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
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in the range of from about 1 mg/kg body weight to about 
400 mg/kg body weight. 

22. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
in the range of from about 10 mg/kg body weight to about 
3 00 mg/kg body weight. 

23. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
in the range of from about 1 mg/kg body weight to about 
100 mg/kg body weight. 

24. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
in the range of from about 10 mg/kg body weight to about 
75 mg/kg body weight . 

25. The method of claim 1, wherein said 
methionine protective agent is administered orally or 
parenterally . 

25. The method of claim 25, wherein said 
parenteral administration is by slow intravenous 
infusion . 

27. The method of claim 1, further comprising 
administering to said patient a supplemental amount of 
said methionine protective agent in the range of from 
about 0.1 mg/kg body weight to about 500 mg/kg body 
weight per week during and/or after the course of 
treatment with said aminoglycoside antibiotic. 
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28. The method of claim 27, wherein said 
supplemental amount of said methionine protective agent 
is administered orally or parenterally . 

29. A method for preventing or reducing 
ototoxicity in a patient undergoing treatment with an 
aminoglycoside antibiotic selected from the group 
consisting of streptomycin, kanamycin, gentamicin, 
amikacin, neomycin, netilmicin, paromomycin, vancomycin, 
hygromycin, erythromycin and tobramycin, comprising: ' < 

intravenously administering to said patient 

about 10 mg/kg body weight to about 75 mg/kg 
body weight of D-methionine , or a pharmaceut ically 
acceptable salt thereof, 

within about one-half hour before 
administration of said aminoglycoside antibiotic to about 
one-half hour after administration of said aminoglycoside 
antibiotic . 
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K Responsive to communication(s) filed on Jul 3, 1999 . 

□ This action is FINAL. 

□ Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte Quayle, 1935 CD. 11; 453 O.G. 213. 

3 month(s), or thirty days, whichever 



A shortened statutory period for response to this action is set to expire 3_ 

is longer, from the mailing date of this communication. Failure to respond within the period for response will cause the 
application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 
37 CFR 1.136(a). 



Disposition of Claims 

H Claim(s) 1-31 



is/are pending in the application. 



Of the above, claim(s) 2-6 
□ Claim(s) 



S3 Claim(s) / and 7-31 

□ Claim(s) 

□ Claims 



is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is/are objected to. 



are subject to restriction or election requirement. 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing(s) filed on is/are objected to by the Examiner. 

□ The proposed drawing correction, filed on is Unapproved [disapproved. 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d). 

□ All □ Some* QNone of the CERTIFIED copies of the priority documents have been 

□ received. - 

□ received in Application No. (Series Code/Serial Number) . 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 
*Certified copies not received: 



□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 
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IS Notice of References Cited, PTO-892 
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Claims 2-6 are withdrawn from further consideration by the examiner, 37 CFR 1.142(b), 
as being drawn to a non-elected invention, the requirement having been traversed in Paper No. 6. 

Applicants elected with traversed in Paper No. 6 the enhanced combination of amikacin 
and Dimethionine. The restriction required is modified in that the D- or DL methionine are 
being examined. Applicant's remarks are noted but enhanced combination will support separate' 
patents. 

The claims are being examined as they read on the elected combination as modified. 

Claims 1 and 7-28 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for the specific aminoglycoside antibiotic and a methionine 
protective agent, does not reasonably provide enablement for the terms "aminoglycoside 
antibiotic" and "methionine protective agent." The specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to use the 
invention commensurate in scope with these claims. The terms "aminoglycoside antibiotic" in 
claims 1, 7-18 and 20-28 and "methionine protective agent" in claims 1, 7-14, and 19-28 lack 
clear exemplary support in the specification as filed. 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 

Claims 1 and 7-31 are rejected under 35 U.S.C. 101 because the disclosed invention is 
inoperative and therefore lacks utility. The Ammash et al reference teaches that the present of 
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methionine to the medium containing amikacin causes inactivation in the culture. The reference 
further states that "specific amino acids may interfere with the activity of antibiotics by 
circumventing their effect on amino acid biosynthesis." Clearly reducing the activity of 
antibiotic is not seen to be a useful utility. A showing is needed. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Examiner J. D. Goldberg whose telephone number is (703) 308- 
4606. The examiner can normally be reached on Monday through Thursday from 9:00 a.m. to 
3:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful the examiner's 
supervisor, Marianne Cintins, can be reached on (703) 308-4725. The fax phone number for the 
organization where this application or proceeding is assigned is (703) 308-4556 or 305-3592. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-1235. 
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Serial No.: 09/057,065 
Filed: April 8, 1998 

For: THERAPEUTIC USE OF D-METHIONTNE TO REDUCE THE TOXICITY OF 

OTOTOXIC DRUGS, NOISE, AND RADIATION 
Examiner JD. Goldberg 

February 14, 2000 

AMENDMENT A 

TO THE ASSISTANT COMMISSIONER FOR PATENTS, 
SIR: 

In response to the Office action of October 14, 1999, the time for response to which is 
extended to February 4, 2000, under 37 C.F.R. §1.1 36(a), please enter the following amendments 
to the above referenced application. 

IN THE CLAIMS : 

Please add the following new claims: 

--32. A method for preventing or treating otoxicity in a patient undergoing treatment 
with an aminoglycoside antibiotic, comprising administering to said patient an anti-ototoxic 
effective amount of D-methionine. — 

-33. .The method of claim 32 wherein said aminoglycoside antibiotic is amikacin.-- 

RE MARKS 

Reconsideration of the application claims as amended and in view of the following 
remarks is respectfully requested. 

Amendment 

Claims 1 and 7-33 are now in the application and stand ready for action on the merits. 
Claims 32 and 33 have been added in order to more specifically claim certain embodiments of 
the present invention. Support for the new claims can be found in the application, for example, 
as follows: 
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•X! Responsive to communication(s) filed on Feb 23, 2000 . 

S3 This action is FINAL. 

□ Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte Quayle, 1935 CD. 11; 453 O.G. 213. 

A shortened statutory period for response to this action is set to expire 3 month(s), or thirty days, whichever 
is longer, from the mailing date of this communication. Failure to respond within the period for response will cause the 
application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 
37 CFR 1.136(a). 
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CS Claim(s) 1 and 7-33 

□ Claim(s) 
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is/are pending in the application, 
is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is/are objected to. 



are subject to restriction or election requirement. 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

is/are objected to by the Examiner. 
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□ The proposed drawing correction, filed on 

□ The specification is objected to by the Examiner. 
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Claims 2-6 are withdrawn from further consideration by the examiner, 37 CFR 1 .142(b), 
as being drawn to a non-elected invention, the requirement having been traversed in Paper No. 6. 
Cancellation of the non-elected claims is now required. 
35U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or composition of 1 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 

Claims 1 and 7-33 are rejected under 35 U.S.C. 101 because: 
the disclosed invention is inoperative and therefore lacks utility. 

The Ammash et al. reference of record teaches that the present of methionine to the 
medium containing amikacin causes activation in he culture. The reference further states that 
"specific amino acids may interfere with the activity of antibiotics by circumventing their effect 
an amino acid biosynthesis". Applicant's remarks and the Dr. Campbell declaration are noted. 
The declaration shows that the "D-methionine" is effective (see paragraph 16 of the declaration ). 
The claims, however, are directed "comprising" which would employ more than the D- 
methionine, i.e., DL-methionine. 

Claims directed to the D-methionine without the L isomer would overcome this rejection. 

Claims 1 and 7-28 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for the specific aminoglycoside antibiotic and methionine 
protective agent disclosed, does not reasonably provide enablement for the term "aminoglycoside 
antibiotic" and "methionine protective agent". The specification does not enable any person 
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skilled in the art to which it pertains, or with which it is most nearly connected, to use the 
invention commensurate in scope with these claims. . 

The terms "aminoglcoside antibiotic" in claims 1,7-18 and 20-28 and "methionine 
protective agent" I claims 1, 7-14 and 19-28 lack clear exemplary support. Applicant's remarks 
are noted but the limited number of examples disclosed will not support such broad terms. ; 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Examiner J. D. Goldberg, whose telephone number is (703) 308- 
4606. The examiner can normally be reached on Monday-Thursday from 9:00 a.m. to 3:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Marianne Cintins, can be reached on (703) 308-4725. The fax phone number for the 
organization where this application or proceeding is assigned is (703) 308-4556. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-1235. 



May 24, 2000 



J. Goldberg :jmr 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Application of Kathleen C. M. Campbell Art Unit 1614 

Serial No. : 09/057, 065 
Filed: April 8, 1998 

For: THERAPEUTIC USE OF D - METH I ONINE TO REDUCE THE TOXICITY 

OF OTOTOXIC DRUGS, NOISE, AND RADIATION 
Examiner J.D. Goldberg 

August 11, 2000 

AMENDMENT B AFTER FINAL REJECTION 

TO THE ASSISTANT COMMISSIONER FOR PATENTS, 
SIR: 

In response to the Office action of June 14, 2000, please 
enter the following amendments to the above referenced 
application. 

IN THE CLAIMS : 

Please amend claims 1, 7-18, 20-25, 27-28 and 30 as follows: 

1. (amended) A method for preventing or treating 
ototoxicity in a patient undergoing treatment with an 
aminoglycoside antibiotic, comprising administering to said 
patient an [anti-ototoxic] effective amount of [a methionine 
protective] an otoprotective agent comprising D-methionine . 

Claim 7, line 2, replace "methionine protective" with 
otoprotective-- . 



1 



SIU 7358 
PATENT 

Claim 8, line 2, replace "methionine protective" with - 
otoprotective- - . 

Claim 9, line 2, replace "methionine protective" with - 
otoprotective-- . 

Claim 10, line 2, replace "methionine protective" with 
otoprotective- - . 

Claim 11, line 2, replace "methionine protective" with 
otoprotective- - . 

Claim 12, line 2, replace "methionine protective" with 

otoprotective- - . 

Claim 13, line 2, replace "methionine protective" with 
otoprotective-- . 

Claim 14, line 2, replace "methionine protective" with 
otoprotective-- . 

15. (amended) The method of claim 1, wherein said 
[methionine protective] otoprotective agent [is a] further 
comprises another compound having the structural formula: 

CH 3 (CH 2 ) ra S(CH 2 ) n -CH-X 



wherein m is an integer from 0 to 3; n is an integer from 1 
10 to 3; X = -OR 1 , -0C0R 1 , -C00R 1 , -CHO, -CH(OR x ) 2 , or -CH 2 OH; Y = - 
NR 2 R 2 or -OH; R 1 = H or a substituted or unsubstituted, straight 
or branched chain alkyl group having 1 to 6 carbon atoms; R 2 = H 
or a substituted or unsubstituted, straight or branched chain 
acyl group having 1 to 6 carbon atoms; and R 3 = H or a 
15 substituted or unsubstituted, straight or branched chain acyl 
group having 1 to 6 carbon atoms; or 
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a pharmaceutically acceptable salt thereof. 



16. (amended) The method of claim [15] 1, wherein said 
[methionine protective] otoprotective agent [is in the D-, L-, or 
DL- form] further comprises L-methionine , 

Claim 17, line 2, replace "methionine protect ive" with 
otoprotective- - . 

Claim 18, line 2, replace "methionine protective'' with 
otoprotective-- . 

Claim 20, line 2, replace "methionine protective" with 
otoprotective-- . 

Claim 21, line 2, replace "methionine protective" with -- 
otoprotective-- . 

Claim 22, line 2, replace "methionine protective" with -- 
otoprotective-- . 

Claim 23, line 2, replace "methionine protective" with -- 
otoprotective-- . 

Claim 24, line 2, replace "methionine protective" with 
otoprotective-- . 

Claim 25, line 2, replace "methionine protective" with -- 
otoprotective-- . 

Claim 27, line 3, replace "methionine protective" with -- 
otoprotective-- . 

Claim 28, line 2, replace "methionine protective" with -- . 
otoprotective-- . 



3 



SIU 7358 
PATENT 

Claim 30, line 2, replace "methionine protective" with 
otoprotective-- . 

Please add the following new claim: 

34. The method of claim 1, wherein said otoprotective agent 
further comprises D, L-methionine . 

REMARKS 

Reconsideration of the application claims as amended and in 
view of the following remarks is respectfully requested. 

Amendment 

Claims 1 and 7-34 are now in the application and stand ready 
for action on the merits. Claims 1, 7-18, 20-25, 27-28 and 30 
have been amended to replace the term u a methionine protective 
agent" with "an otoprotective agent comprising D-methionine . " 
Support for the term "otoprotective agent" is found in the 
specification at page 26, lines 5-7. 

New claim 34 has been added. Claim 16 reciting a methionine 
protective agent in D-, L-, or D,L- form has been further amended 
as separate claims 16 and 34 directed to the otoprotective agent 
of claim 1 further comprising L-methionine and D, L-methionine 
respectively. Support for new claim 34, as well as amended claim 
16, can be found in the specification generally at page 29, line 
5 through page 32, line 29. 

35 U.S.C. §101 

Claims 1 and 7-33 stand rejected under 35 U.S.C. §101 
because the claimed invention is inoperative and lacks utility 
over Ammash et al . The Ammash et al . reference is described as 
teaching that the presence of methionine in a medium containing 
amikacin causes activation in the culture. However, applicant 
again respectfully submits that the Examiner's utility rejection 
is misplaced. As detailed in the February 2000 declaration of 
Dr. Kathleen CM. Campbell on record in this case and the remarks 
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THE PERIOD FOR RESPONSE: [check only a) or b)] 

a) Q expires months from the mailing date of the final rejection. 

b) m expires either three months from the mailing date of the final rejection, or on the mailing.date of this Advisory Action whichever 

is later. In no event, however, will the statutory period for the response expire later than six months from the date of the final 
rejection. 

Anv extension of time must be obtained by filing a petition under 37 CFR 1.136(a), the proposed response and the appropriate fee. The 
date on which the response, the petition, and the fee have been filed is the date of the response and also the date for the purposes of 
determining the period of extension and the corresponding amount of the fee. Any extens.on fee pursuant to 37 CFR 1.17 will be 
calculated from the date of the originally set shortened statutory period for response or as set forth in b) above. 

□ Appellant's Brief is due two months from the date of the Notice of Appeal filed on (or within any 

period for response set forth above, whichever is later). See 37 CFR 1.191(d) and 37 CFR 1.192(a). 
Applicant's response to the final rejection, filed on Aug 14, 2000 has been considered with the following effect, 
but is NOT deemed to place the application in condition for allowance: 

B The proposed amendment(s): 

□ will be entered upon filing of a Notice of Appeal and an Appeal Brief. 
Ki will not be entered because: 

□ they raise new issues that would require further consideration and/or search. (See note below). 

□ they raise the issue of new matter. (See note beiow). 

□ they are not deemed to place the application in better form for appeal by materially reducing or simplifying the 
issues for appeal. 

K they present additional claims without cancelling a corresponding number of finally rejected claims. 

NOTE: . — 



□ Applicant's response has overcome the following rejection(s): 



□ Newly proposed or amended claims would be allowable if submitted in a 

separate, timely filed amendment cancelling the non-allowable claims. 

Kl The affidavit, exhibit or request for reconsideration has been considered but does NOT place the application in condition 

for allowance because: . ^ ^ w + h „ 

the Declaration only tested the D isomer, it is not apparent that the other isomers are effective . Claims directed to the 



D isomer without the L isomer would favorably considered. 



□ The affidavit or exhibit will NOT be considered because it is not directed SOLELY to issues which were newly raised by 

the Examiner in the final rejection. 
Kl For purposes of Appeal, the status of the claims is as follows (see attached written explanation, if any): 

Claims allowed: none — 



Claims objected to: none 



Claims rejected: / and 7-33 



□ The proposed drawing correction filed on Qas Qias not been approved by the Examiner. 

□ Note the attached Information Disclosure Statement(s), PTO-1449, Paper Note). • 

£8 Other Claims 2-6 are with drawn /^7\/^s ""^7 

^Jerome d. Goldbergs 
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ATTY'S DOCKET NO. 



CLASS-SUBCLASS BATCH NO. 



APPLN. TYPE 



SMALL ENTITY 



FEE DUE 



DATE DUE 



THE APPLICATION IDENTIFIED ABOVE HAS BEEN EXAMINED AND IS ALLOWED FOR ISSUANCE AS A PA TENT. 
PROSECUTION ON THE MERITS IS CLOSED. 

THE ISSUE FEE MUST BE PAID V/ITHIN THREE MONTHS FROM THE MAILING DATE OF THIS NOTICE OR THIS 
APPLICATION SHALL BE REGARDED AS ABANDONED. THIS STA TUTOR Y PERIOD CANNOT BE EXTENDED. 



HOW TO RESPOND TO THIS NOTICE: 

I. Review the SMALL ENTITY status shown above. 
If the SMALL ENTITY is shown as YES, verify your 
current SMALL ENTITY status: 

A. If the status is changed, pay twice the amount of the 
FEE DUE shown above and notify the Patent and 
Trademark Office of the change in status, or 

B. If the status is the same, pay the FEE DUE shown 
above. 



If the SMALL ENTITY is shown as NO: 



A. Pay FEE DUE shown above, or 



Hi 



B. File verified statement of Small Entity Status before, or with, 
payment of 1/2 the FEE DUE shown above. 

Part B-lssue Fee Transmittal should be completed and returned to the Patent and Trademark Office (PTO) with your 
ISSUE FEE. Even if the ISSUE FEE has already been paid by charge to deposit account, Part B Issue Fee Transmittal 
should be completed and returned. If you are charging the ISSUE FEE to your deposit account, section "4b" of Part 
B-lssue Fee Transmittal should be completed and an extra copy of the form should be submitted. 

All communications regarding this application must give application number and batch number. 
Please direct all communications prior to issuance to Box ISSUE FEE unless advised to the contrary. 



IMPORTANT REMINDER: Utility patents issuing on applications filed on or after Dec. 12, 1980 may require payment of 

maintenance fees. It is patentee's responsibility to ensure timely payment of maintenance 
fees when due. YOUR COPY 



PTOL-85 (REV. 10-96) Approved for use through 06/30/99. (0651-0033) 



Notice of Allowability 



Application No. 
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ApplicuiH(s) 



Campbell 



Examiner 

Jerome D. Goldberg 



Group Art Unit 
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All claims being allowable, PROSECUTION ON THE MERITS IS (OR REMAINS) CLOSED in this application. If not included 
herewith (or previously mailed), a Notice of Allowance and Issue Fee Due or other appropriate communication will be 
mailed in due course. 



Ki This communication is responsive to / 1/09/2000 . 

H The allowed claim(s) is/are 1, 7-14, IS, 19-32, and 34 . 

□ The drawings filed on are acceptable. 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d). 

□ All □ Some* □ None of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Seriai Number) . 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 

^Certified copies not received: • 

□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 19(e). 

A SHORTENED STATUTORY PERIOD FOR RESPONSE to comply with the requirements noted below is set to EXPIRE 
THREE MONTHS FROM THE "DATE MAILED" of this Office action. Failure to timely comply will result in 
ABANDONMENT of this application. Extensions of time may be obtained under the provisions of 37 CFR 1.136(a). 

□ Note the attached EXAMINER'S AMENDMENT or NOTICE OF INFORMAL APPLICATION, PTO-152, which discloses 
that the oath or declaration is deficient. A SUBSTITUTE OATH OR DECLARATION IS REQUIRED. 

Kj Applicant MUST submit NEW FORMAL DRAWINGS 

□ because the originally filed drawings were declared by applicant to be informal. 

□ including changes required by the Notice of Draftsperson's Patent Drawing Review, PTO-948, attached hereto or 
to Paper No. . 

□ including changes required by the proposed drawing correction filed on , which has been 

approved by the examiner. 

□ including changes required by the attached Examiner's Amendment/Comment. 

Identifying indicia such as the application number (see 37 CFR 1.84(c)) should be written on the reverse side of the 
drawings. The drawings should be filed as a separate paper with a transmittal lettter addressed to the Official 
Draftsporson. 

□ Note the attached Examiner's comment regarding REQUIREMENT FOR THE DEPOSIT OF BIOLOGICAL MATERIAL. 

Any response to this letter should include, in the upper right hand corner, the APPLICATION NUMBER (SERIES 
CODE/SERIAL NUMBER). If applicant has received a Notice of Allowance and Issue Fee Due, the ISSUE BATCH NUMBER 
and DATE of the NOTICE OF ALLOWANCE should also be included. 

Attachment(s) 

□ Notice of References Cited, PTO-892 

□ Information Disclosure Statement(s), PTO-1449, Paper No(s). 

□ Notice of Draftsperson's Patent Drawing Review, PTO-948 

□ Notice of Informal Patent Application, PTO-152 
C3 Interview Summary, PTO-413 

IX! Examiner's Amendment/Comment 

□ Examiner's Comment Regarding Requirement for Deposit of Biological Material 

□ Examiner's Statement of Reasons for Allowance 



L. S. Patent enc Tracemark Office 



PTO-37 (Rev. 9-95) 



Notice of Allowability 



Part of Paper No. 



Application/Control Number: 09/057,065 
Art Unit: 1614 



Page 2 



1 . An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 1.3 12. 
To ensure consideration of such an amendment, it MUST be submitted no later than the payment 
of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview with Mr. 
John K. Roedel, Jr. on November 9, 2000. 

2. The application has been amended as follows: Claims 2-6, 15, 17, 18, and 33 have been 
canceled. The following is an examiner's statement of reasons for allowance: The Dr. 
Campbell declaration states that methionine "can protect against amikacin-induced hearing loss". 
This statement clearly shows that the claimed invention is effective. 

Any comments considered necessary by applicant must be submitted no later than the 
payment of the issue fee and, to avoid processing delays, should preferably accompany the issue 
fee. Such submissions should be clearly labeled "Comments on Statement of Reasons for 
Allowance." 

3. Any inquiry concerning this communication or earlier communications from the examiner 
should be directed to Jerome D. Goldberg whose telephone number is (703) 308-4606. 
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All participants (applicant, applicant's representative, PTO personnel): 



(1) Jerome D. Goldberg (3) 

(2) Mr. John K. Roedel, Jr. (4) 



Date of Interview Nov 9, 2000 



Type: C5 Telephonic □ Personal (copy is given to □ applicant □ applicant's representative). 
Exhibit shown or demonstration conducted: □ Yes C8 No. If yes, brief description: 



Agreement C£ was reached. □ was not reached. 

Claim(s) discussed: 2- 6, 15, 17, 18, and 33 

Identification of prior art discussed: 



Description of the general nature of what was agreed to if an agreement was reached, or any other comments: 
Ok to cancel claims 2-6, 15, 11, 18, and 33. 



(A fuller description, if necessary, and a copy of the amendments, if available, which the examiner agreed would render 
the claims allowable must be attached. Also, where no copy of the amendents which would render the claims allowable 
is available, a summary thereof must be attached.) 

1. S3 It is not necessary for applicant to provide a separate record of the substance of the interview. 

Unless the paragraph above has been checked to indicate to the contrary, A FORMAL WRITTEN RESPONSE TO THE 
LAST OFFICE ACTION IS NOT WAIVED AND MUST INCLUDE THE SUBSTANCE OF THE INTERVIEW. (See MPEP 
Section 713.04). If a response to the last Office action has already been filed, APPLICANT IS GIVEN ONE MONTH 
FROM THIS INTERVIEW DATE TO FILE A STATEMENT OF THE SUBSTANCE OF THE INTERVIEW. 

2. X! Since the Examiner's interview summary above (including any attachments) reflects a complete response to 

each of the objections, rejections and requirements that may be present in the last Office action, and since the 
claims are now allowable, this completed form is considered to fulfill the response requirements of the last 
Office action. Applicant is not relieved from providing a separate record of the interview unless box 1 above 
is also checked. Y^^V-- ' / ' N 
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What Is Claimed la; 



1. A method for preventing or reducing 
ototoxicity in a patient undergoing treatment with an 
anti-cancer effective amount of a platinum-containing 
chemotherapeutic agent, comprising administering to said 
patient an ant i -ototoxic effective amount of a methionine 
protective agent. 

2. A method for preventing or reducing weight ' 1 
loss in a patient undergoing treatment with an anti- 
cancer effective amount of a platinum-containing 
chemotherapeutic agent, comprising administering to said 
patient an anti-weight loss effective amount of a 
methionine protective agent. 

3 . A method for preventing or reducing 
gastrointestinal toxicity in a patient undergoing 
treatment with an anti-cancer effective amount of a 
platinum-containing chemotherapeutic agent, comprising 
administering to said patient an anti-gastrointestinal 
toxicity effective amount of a methionine protective 
agent . 

4. A method for preventing or reducing 
neurotoxicity in a patient undergoing treatment with an 
anti-cancer effective amount of a platinum-containing 
chemotherapeutic agent, comprising administering to said 
patient an ant i -neurotoxicity effective amount of a 
methionine protective agent. 

5. A method for preventing or reducing 
alopecia in a patient undergoing treatment with an anti- 
cancer effective amount of a platinum-containing 
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chemotherapeutic agent, comprising administering to said 
patient an ant i -alopecia effective amount of a methionine 
protective agent . 

6. A method for prolonging the survival of a 
patient undergoing treatment with an anti-cancer 
effective amount of a platinum-containing 

chemotherapeutic agent, comprising administering to said 
patient a survival -prolonging effective amount of a 
methionine protective agent. i 

7 . The method of claim 1, wherein said 
methionine protective agent is administered prior to 
administration of said platinum-containing ■ 
chemotherapeutic agent. 

8. The method of claim 1, wherein said 
methionine protective agent is administered 
simultaneously with administration of said platinum- 
containing chemotherapeutic agent. 

9. The method of claim 1, wherein said 
methionine protective agent is administered subsequently 
to administration of said platinum-containing 
chemotherapeutic agent . 

10. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
administered to said patient in a time period from about 
36 hours before administration of said platinum- 
containing chemotherapeutic agent to about 36 hours after 
administration of said platinum-containing 
chemotherapeutic agent . 
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11. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
administered to said patient in a time period from about 
25 hours before administration of said platinum- 
containing chemotherapeutic agent to about 25 hours after 
administration of said platinum-containing 
chemotherapeutic agent. 

12. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
administered to said patient in a time period from about 
6 hours before administration of said platinum-containing 
chemotherapeutic agent to about 6 hours after 
administration of said platinum- containing 
chemotherapeutic agent. 

13. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
administered to said patient in a time period from about 
1 hour before administration of said platinum-containing 
chemotherapeutic agent to about 1 hour after 
administration of said platinum-containing 
chemotherapeutic agent. 

14. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
administered to said patient in a time period from about 
one-half hour before administration of said platinum- 
containing chemotherapeutic agent to about one-half hour 
after administration of said platinum-containing 
chemotherapeutic agent. 
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15. The method of claim 1, wherein said 
methionine protective agent is a compound having the 
structural formula: 

CH 3 (CH 2 ) m S (CH 2 ) n -CH-X 

I 

Y 



wherein m is an integer from 0 to 3; n. is an 
integer from 1 to 3; X = -OR 1 , -0COR 1 , -COOR 1 , -CHO, 
-CHfOR 1 ),, or -CH 2 OH; Y = -NR 2 R 3 or -OH; R 1 = H or a • 
substituted or unsubstituted, straight or branched chain 
alkyl group having 1 to 6 carbon atoms; R 2 = H or a 
substituted or unsubstituted, straight or branched chain 
acyl group having 1 to 6 carbon atoms; and R 3 = H or a 
substituted or unsubstituted, straight or branched chain 
acyl group having 1 to 6 carbon atoms; or 

a pharmaceutical^ acceptable salt thereof. 

16. The method of claim 15, wherein said 
methionine protective agent is in the D-, L-, or DL- 
form. 



17. The method of claim 15, wherein said 
methionine protective agent is selected from the group 
consisting of D-methionine, L-methionine , a mixture of D- 
methionine and L-methionine, methioninol, hydroxy 
methionine, ethionine, a pharmaceutical^ acceptable salt 
thereof, and a combination thereof. 



18. The method of claim 17, wherein 
methionine protective agent is D-methionine. 
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19. The method of claim 1, wherein said 
platinum-containing chemotherapeutic agent is selected 
from the group consisting of cis-diamminedi - 
chloroplatinum(ll) , trans-diaminidichloroplatinum (II ) , 
cis-diammine-diaquaplatinum(II) -ion, chloro (diethyl - 
enetriamine) -platinum ( II ) chloride, dichloro (ethylene - 
diamine) -platinum (II) , diammine (1, 1 -cyclobutanedi - 
carboxylato) -plat inum ( II ) , spiroplatin, dichlorot rans - 
dihydroxybisisopropolamine platinum IV (iproplatin) , 
diammine (2 -ethylmalonato) -platinum ( I I ) , ethylenediamine-' 
malonatoplatinum(II) , aqua ( 1 , 2 -diaminodyclohexane ) - 
sulfatoplatinum(II) , ( 1 , 2 -diaminocyclohexane) malonato- 
platinum(Il) , (4 -carboxy-phthalato) (1 , 2 -diaminocyclo- 
hexane) -platinum(II) , ( 1 , 2 -diaminocyclohexane) - 
(isocitrato) platinum(II) , ( 1 , 2 -diaminocyclohexane) - 
cis (pyruvate) platinum (II) , and ( 1 , 2 -diaminocyclohexane) - 
oxalatoplatinum(II) . 

20. The method of claim 19, wherein said 
platinum-containing chemotherapeutic agent is cis- 
diamminedichloro-platinum (II) . 

21. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
in the range of from about 0.1 mg/kg body weight to about 
500 mg/kg body weight. 

22. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
in the range of from about 1 mg/kg body weight to about 
400 mg/kg body weight. 



23. The method of claim 1, wherein said 
ective amount of said methionine protective agent is 
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in the range of from about 10 mg/kg body weight to about 
300 mg/kg body weight. 

24. The method of claim 1, wherein said 
effective amount of said methionine protective agent is 
in the range of from about 1 mg/kg body weight to about 
100 mg/kg body weight. 

25. The method of claim 1, wherein said 
effective amount of said methionine protective agent is ' 
in the range of from about 10 mg/kg body weight to about 
75 mg/kg body weight. 

26. The method of claim 1, wherein said 
effective amount of said methionine protective agent in 
relation to said anti-cancer effective amount of said 
platinum-containing chemotherapeutic agent is in the 
range of from about 4:1 to about 167:1, methionine 
protective agent :platinum-containing chemotherapeutic 
agent, on a molar basis. 

27. The method of claim 1, wherein said 
effective amount of said methionine protective agent in 
relation to said anti-cancer effective amount of said 
platinum-containing chemotherapeutic agent is in the 
range of from about 4.25:1 to about 100:1, methionine 
protective agent : platinum-containing chemotherapeutic 
agent, on a molar basis. 

28. The method of claim 1, wherein said 
effective amount of said methionine protective agent in 
relation to said anti-cancer effective amount of said 
platinum-containing chemotherapeutic agent is in the 
range of from about 4.68:1 to about 20:1, methionine 
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protective agent :platinum-containing chemotherapeutic 
agent, on a molar basis. 



29. The method of claim 1, wherein said 
effective amount of said methionine protective agent in 
relation to said anti-cancer effective amount of said 
platinum-containing chemotherapeutic agent is about 
18.75:1, methionine protective agent rplatinum-containing 
chemotherapeutic agent, on a molar basis. 

30. The method of claim 1, wherein said 
methionine protective agent is administered orally or 
parenterally . 



31. The method of claim 30, wherein said 
platinum-containing chemotherapeutic agent is 
administered parenterally. 

32. The method of claim 31, wherein said 
parenteral administration is by slow intravenous 
infusion . 



33. The method of claim 1, further comprising 
administering to said patient a supplemental amount of 
said methionine protective agent in the range of from 
about 0.1 mg/kg body weight to about 500 mg/kg body 
weight per week during and/or after the course of 
treatment with said platinum-containing chemotherapeutic 
agent . 



34. The method of claim 33, wherein said 
supplemental amount of said methionine protective agent 
is administered orally or parenterally. 
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35. A method for preventing or reducing 
ototoxicity in a patient undergoing treatment with an 
anti-cancer effective amount of a platinum-containing 
chemotherapeutic agent selected from the group consisting 
of cisplatin, carboplatin, and iproplatin, comprising: 

intravenously administering to said patient 

about 10 mg/kg body weight to about 7 5 mg/kg 
body weight of D-methionine, or a pharmaceutical^ 1 
acceptable salt thereof, or 

D-methionine or a pharmaceutical^ acceptable 
salt thereof in a molar ratio of about 18.75:1, 
D-methionine .-platinum-containing chemotherapeutic agent, 

within about one-half hour before 
administration of said platinum-containing 
chemotherapeutic agent to about one-half hour after 
administration of said platinum-containing 
chemotherapeutic agent. 
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□ Responsive to communication(s) filed on 

□ This action is FINAL. 
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Of the above, claim(s) 
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□ Claim(s) 



Kl Claims 1-35 



is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is/are objected to. 



. are subject to restriction or election requirement. 
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Priority under 35 U.S.C. § 119 
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□ All □ Some* □ None of the CERTIFIED copies of the priority documents have been 
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Office Action Summarv 
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Art Unit: 1614 



Claims 1-35 are drawn to the enhanced combination of a platinum - 
containing chemotherapeutic agent and a methionine protective agent. Applicant i< 
required to elect a single enhanced combination of one platinum containing 
chemotherapeutic agent with one methionine protective agent and to add a claim to 
the specific enhanced combination. 

The several inventions above are independent and distinct, each from the 
other, as they have acquired a separate status in the art as a separate subject matter 
for inventive effect and require independent searches. It is noted that a reference to 
one enhanced combination of drugs would not be a reference to another enhanced 
combination of drugs under 35 U.S.C. 103. Further, the claims read on a multitude 
of enhanced combinations of drugs which would require many field of searches 
that would be an undue burden on the Examiner. Therefore, restriction for 
examination purpose is proper. 

Applicant is required to make a provisional election even though this 
requirement is traversed. 

Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Examiner J.D. Goldberg whose telephone 
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Art Unit: 1614 

number is (703) 308-4606. The examiner can normally be reached on Monday 
through Thursday from 9:00 AM to 3:00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Marianne Cintins, can be reached on (703) 308-4725. The 

i 

fax phone number for the organization where this application or proceeding is 
assigned is (703) 308-4556 or (703) 305-3592. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is (703) 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Application of: Kathleen CM. Campbell Art Unit: 1614 

Serial No.: 08/942,845 " Examiner: J. Goldberg 

Filed: October 2, 1997 

For: THERAPEUTIC USE OF D-METHIONINE TO REDUCE THE TOXICITY 
OF PLATINUM-CONTAINING ANTI -TUMOR COMPOUNDS 

June 5, 1998 

RESPONSE TO ELECTION OF SPECIES REQUIREMENT 

AND AMENDMENT "A" 

TO THE ASSISTANT COMMISSIONER FOR PATENTS, 
SIR: 

In response to the Examiner's communication dated May 
29, 1998, i.e., Election of Species Requirement, Applicant 
submits the following amendments and remarks in connection with 
the above-identified application. 

Please amend the application as follows: 
In the Claims : 

Please add the following new claims: 

36. The method of claim 1, wherein said platinum- 
containing chemotherapeutic agent is cisplatin, and said 
methionine protective agent is D-methionine.-- 

--37. The method of claim 2, wherein said platinum- 
containing chemotherapeutic agent is cisplatin, and said 
methionine protective agent is D-methionine .- - 

--38. The method of claim 3, wherein said platinum- 
containing chemotherapeutic agent is cisplatin, and said 
methionine protective agent is D-methionine . - - 



--39. The method of claim 4, wherein said platinum- 
containing chemotherapeutic agent is cisplatin, and said 
methionine protective agent is D-methionine.-- 




--40. The method of claim 5, wherein said platinum- 
containing chemotherapeutic agent is cisplatin, and said 
methionine protective agent is D-methionine.-- 

--41. The method of claim 6, wherein said platinum- 
containing chemotherapeutic agent is cisplatin, and said 
methionine protective agent is D-methionine.-- 

REMARKS 

Claims 36-41 have been newly added in response to the 
Examiner's requirement that a claim drawn to an enhanced 
combination of a platinum-containing anti -tumor compound with 
a methionine protective agent be added. Thus, claims 1-41 are 
now in the application, and stand ready for action on the 
merits . 

The Examiner has required Applicant to elect a single 
disclosed enhanced combination of a platinum-containing anti- 
tumor compound with a methionine protective agent, and to add 
a claim thereto, in order to commence examination of the 
present application. This requirement is respectfully 
traversed. Reconsideration and withdrawal thereof are 
requested . 

Applicant submits that there is a close nexus among 
the various platinum-containing anti -tumor compound species, as 
well as among the methionine protective agent species, of the 
present application, and substantially overlapping searches for 
combinations thereof. 

Therefore, for the foregoing reasons, the Examiner is 
respectfully requested to reconsider the present Election of 
Species Requirement set forth in the outstanding Office Action, 
withdraw the same, and proceed to examine all the claims of the 
present application together on their merits. 

However, so as to be fully responsive to the Election 
of Species Requirement, Applicant hereby elects, with traverse, 
the combination of cisplatin and D-methionine for further 
prosecution in the present application. 
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□ This action is FINAL. 

□ Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte Quayle, 1935 CD. 11; 453 O.G. 213. 



month(s), or thirty days, whichever 



A shortened statutory period for response to this action is set to expire 3_ 

is longer, from the mailing date of this communication. Failure to respond within the period for response will cause the 
application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 
37 CFR 1.136(a). 



Disposition of Claims 

Kl Claim(s) 1-41 



is/are pending in the application.. 



Of the above, claim(s) 
□ Claim(s) 



\S Claim(s) 1-41 

□ Claim(s) 

□ Claims 



is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is/are objected to. 



are subject to restriction or election requirement. 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing(s) filed on is/are objected to by the Examiner. 

□ The proposed drawing correction, filed on is Qpproved QJisapproved. 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d). 

□ All □ Some* DNone of the CERTIFIED copies of the priority documents have been 
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□ received in Application No. (Series Code/Serial Number) . 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 
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Applicant elected the specific enhanced combination of cisplatin and D-methionine with 
traversed in Paper No. 5. The restriction requirement is herein modified in that the D and DL 
methionine will be examined with the cisplatin. 

The claims are being examined as they read on the elected enhanced combination of 
cisplatin and methionine. 

The Bibliography on pages 39-51 should be deleted and presented on a PTO form 1449 
along with the references. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 1-41 are rejected under 35 U.S.C. 103(a) as being unpatentable over the Newman 
et al reference. 

The Newman et al reference teaches cisplatin at 16 mg/kg with methionine being 
administered 15 minutes before or one hour after the cisplatin with "decrease.. The toxicity of the 
P£ cftmpi 1 (last two lines). In view of this, one skilled would be motivated to employ 
methionine to reduced the toxify of cisplatin. Clearly the specific toxic i^eA^ing claimed 
would be reduced by employing methionine. 

35 U.S.C. 101 reads as follows: 
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Whoever invents or discovers any new and useful process, machine, manufacture, or composition of 
matter, or any new and useful improvement thereof, may obtain a patent therefor, subject to the conditions and 
requirements of this title. 

Claims 1-41 are rejected under 35 U.S. C. 101 because 
the disclosed invention is inoperative and therefore lacks utility. The Alden et al reference 
teaches that methionine enhances the nephrotoxicity of cisplatin. 

Clearly a comparison with applicant's method y£ the Alden et al reference is needed. 

Claims 1-35 are rejected under 35 U.S.C. 1 12, first paragraph, because the specification, 
while being enabling for the specific platinum-containing chemotherapeutic agent and a 
methionine protective agent disclosed, does not reasonably provide enablement for the terms 
"platinum - containing chemotherapeutic agent" in claims 1-18 and 21-35 and" a methionine 
protective agent: in claims 1-14 and 19-35 lacks clear exemplary support in the specification as 
filed. The specification does not enable any person skilled in the art to which it pertains, or with 
which it is most nearly connected, to the invention commensurate in scope with these claims. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Examiner J. D. Goldberg whose telephone number is (703) 308- 
4606. The examiner can normally be reached on Monday-Thursday from 9:00 a.m. to 3:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Marianne Cintinis, can be reached on (703) 308-4725. The fax phone number for the 
organization where this application or proceeding is assigned is (703) 308-4556. 
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Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-1235. 



J. Goldberg:jmr 
June 25, 1998 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 



Application of: Kathleen CM. Campbell 



Examiner: J.D. Goldberg 



Serial No.: 08/942,845 



Art Unit: 1614 



Filed: October 2, 1997 

For: THERAPEUTIC USE OF D-METHIONINE TO REDUCE THE TOXICITY OF 
PLATINUM-CONTAINING ANTI-TUMOR COMPOUNDS 



TO THE ASSISTANT COMMISSIONER FOR PATENTS, 
SIR: 

In response to the Examiner's Office Action dated July 1, 1998, Applicant submits the 
following amendments and remarks in connection with the above-identified application. 

In the Claims ; 

Please amend the claims as follows: 

1. (Amended) A method for preventing or reducing ototoxicity in a patient selected 
from the group consisting of a human, a cat, and a dog undergoing treatment with an anti- 
cancer effective amount of a platinum-containing chemotherapeutic agent, comprising 
administering to said patient an anti-ototoxic effective amount of a methionine protective 
agent. 

2. (Amended) A method for preventing or reducing weight loss in a patient selected 
from the group consisting of a human, a cat, and a dog undergoing treatment with an anti- 



October 1, 1998 



AMENDMENT B 



RESPONSE UNDER 37 C.F.R. 1.111 
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cancer effective amount of a platinum-containing chemotherapeutic agent, comprising 
administering to said patient an anti-weight loss effective amount of a methionine protective 
agent. 

3. (Amended) A method for preventing or reducing gastrointestinal toxicity in a patient 
selected from the group consisting of a human, a cat, and a dog undergoing treatment with an 
anti-cancer effective amount of a platinum-containing chemotherapeutic agent, comprising 
administering to said patient an anti-gastrointestinal toxicity effective amount of a methionine 
protective agent. 

4. (Amended) A method for preventing or reducing neurotoxicity in a patient selected 
from the group consisting of a human, a cat, and a dog undergoing treatment with an anti- 
cancer effective amount of a platinum-containing chemotherapeutic agent, comprising 
administering to said patient an anti-neurotoxicity effective amount of a methionine protective 
agent. 

5. (Amended) A method for preventing or reducing alopecia in a patient selected from 
the group consisting of a human, a cat, and a dog undergoing treatment with an anti-cancer 
effective amount of a platinum-containing chemotherapeutic agent, comprising administering to 
said patient an anti-alopecia effective amount of a methionine protective agent. 

6. (Amended) A method for prolonging the survival of a patient selected from the 
group consisting of a human, a cat, and a dog undergoing treatment with an anti-cancer 
effective amount of a platinum-containing chemotherapeutic agent, comprising administering to 
said patient a survival-prolonging effective amount of a methionine protective agent. 

REMARKS 

Claims 1-6 have been amended to clarify the invention. Support for these amendments 
can be found in the specification as originally filed at, for example, page 1, lines 9-11, and 
page 27, lines 8 and 14-16. Entry thereof is therefore believed to be in order, and is 
respectfully requested. Claims 1-41 are in the application, and stand ready for action on the 
merits. Reexamination and reconsideration of the present application in view of the 
amendments and remarks presented herein are respectfully requested. 
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K3 This action is FINAL. 

□ Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte Quayle, 1935 CD. 11; 453 O.G. 213. 

A shortened statutory period for response to this action is set to expire 3 



3 month(s), or thirty days, whichever 
is longer, from the mailing date of this communication. Failure to respond within the period for response will cause the 
application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 
37 CFR 1.136(a). 
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is/are pending in the application. 



Of the above, claim(s) 
□ Claim(s) 



ES Claim(s) 1-41 

□ Claim(s) 

□ Claims 



is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected. 

is/are objected to. 



are subject to restriction or election requirement. 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing(s) filed on is/are objected to by the Examiner. 

□ The proposed drawing correction, filed on is Qpproved disapproved. 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 1 19(a)-(d). 

□ All □ Some* □ None of the CERTIFIED copies of the priority documents have been 

□ received. - 

□ received in Application No. (Series Code/Serial Number) . 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 
*Certified copies not received: 



□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 1 1 9(e). 
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Application/Control Number: 08/942,845 Page 2 

Art Unit: 1614 

k 

Applicant elected the specific enhanced combination of cisplatin and 
methionine with traversed in Paper No. 5. The claims are still being examined as 
they read on the elected enhanced combination of cisplatin and methionine. 
Cancellation of non-elected subject matter from the claims is now required. 

The following is a quotation of 35 U.S.C. 103(a) which forms the basis for 
all obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as 
set forth in section 102 of this title, if the differences between the subject matter sought to be 
patented and the prior art are such that the subject matter as a whole would have been obvious at 
the time the invention was made to a person having ordinary skill in the art to which said subject 
matter pertains. Patentability shall not be negatived by the manner in which the invention was 
made. 

Claims 1-41 are rejected under 35 U.S.C. 103(a) as being unpatentable over 
the Newman et al. reference of record including the copy, present by applicant 
(Paper No. 8) for the reasons fully set forth in Paper No. 6, page 2. 

Applicant's remarks are noted but the Newman et al. reference on page 209, 
lines 7-9 states that "with the higher cisplatin dose, thiourea and L-methionine 
reduced the toxicity". With regard to using 8mg/kg, clearly there is no benefit but 
the application of 16mg/kg there is an active effect. It is noted that the same drugs 
are being administered together 6> the results should be same. 
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Art Unit: 1614 

35 U.S.C. 101 reads as follows: 

Whoever invents or discovers any new and useful process, machine, manufacture, or 
composition of matter, or any new and useful improvement thereof, may obtain a patent therefor, 
subject to the conditions and requirements of this title. 

Claims 1-41 are rejected under 35 U.S.C. 101 because the Alden et al. 
reference (newly presented by applicant) clearly teaches an opposite effect. The 
reference page 123, lines 30-32 state that "consequently, it may be clinically useful 
to attempt to reduce the endogenous methionine levels prior to treatment with 
cisplatin". Applicant's remarks are noted but a showing is needed. 

Claims 1-35 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for the specific platinum-containing 
chemotherapeutic agent and methionine protective agent disclosed, does not 
reasonably provide enablement for the terms "platinum-containing 
chemotherapeutic agent" and "methionine protective agent. The specification does 
not enable any person skilled in the art to which it pertains, or with which it is most 
nearly connected, to use the invention commensurate in scope with these claims. 
The terms "platinum-containing chemotherapeutic agent" in claims 1-18 and 21-35 
and "methionine protective agent" in claims 1-14 and 19-35 lack clear in the 
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specification. Applicant's remarks are noted but the limited number of examples 
set forth will not support such broad terms. Moreover, it not apparent that all 
combination are in fact effective. (Note the above rejection). 

Applicant's amendment necessitated the new ground(s) of rejection presented 
in this Office action. Accordingly, THIS ACTION IS MADE FINAL. See 
MPEP § 706.07(a). Applicant is reminded of the extension of time policy as set 
forth in 37 CFR 1.136(a). 

A shortened statutory period for reply to this final action is set to expire 
THREE MONTHS from the mailing date of this action. In the event a first reply . is 
filed within TWO MONTHS of the mailing date of this final action and the 
advisory action is not mailed until after the end of the THREE-MONTH shortened 
statutory period, then the shortened statutory period will expire on the date the 
advisory action is mailed, and any extension fee pursuant to 37 CFR 1.136(a) will 
be calculated from the mailing date of the advisory action. In no event, however, 
will the statutory period for reply expire later than SIX MONTHS from the date of 
this final action. 
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Any inquiry concerning this communication or earlier communications from 
the examiner should be directed to Examiner J.D. Goldberg, whose telephone 
number is (703) 308-4606. The examiner can normally be reached on Monday 
through Thursday from 9:00 AM to 3 :00 PM. 

If attempts to reach the examiner by telephone are unsuccessful, the 
examiner's supervisor, Marianne Cintins, can be reached on (703) 308-4725. The 
fax phone number for the organization where this application or proceeding is 
assigned is (703)308-4556. 

Any inquiry of a general nature or relating to the status of this application or 
proceeding should be directed to the receptionist whose telephone number is (703) 



308-1235. 
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TN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Application of: Kathleen CM. Campbell Art Unit: 1614 

Serial No.: 08/942,845 Examiner: J. Goldberg 

Filed: October 2, 1997 

For: Therapeutic Use of D-Methionine to Reduce the Toxicity of Platinum-Containing 
Antitumor Compounds 

March 8, 1999 
(First business day after March 6, 1999) 

Amendment C 

RESPONSE UNDER 37 C.F.R.1.1 16 

TO THE ASSISTANT COMMISSIONER FOR PATENTS, 
Washington, D.C 20231 

SIR: 

In response to the Examiner's final Office Action dated January 6, 1999, Applicant 
submits the following proposed amendments and remarks in connection with the above- 
identified application. 

In the Claims : 

Please cancel claims 6 and 41 without prejudice or disclaimer of any of the subject 
matter contained therein. 

R E M ARKS 

Claims 6 and 41 have been cancelled. Thus, claims 1-5 and 7-40 are in the 
application, and stand ready for action on the merits. Reexamination and reconsideration of 
the present application in view of the following proposed remarks are respectfully requested. 



1 
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UNITED STATES DEPARTMENT OF COMMERCE 
Patent and Trademark Office 

Address: COMMISSIONER OF PATENTS AND TRADEMARI^fl J 
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Please find below and/or attached an Office communication concerning this application or 
proceeding. 

Commissioner of Patents and Trademarks 



PTO-90C (Rev. 2/95) 

*U S. GPO: 1997^117-381/52715 
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Advisory Action 


Application No. 
08/942,845 


Applicant(s) 


Campbell 


Examiner 

Jerome D. Goldberg 


Group Art Unit 
1614 




II 
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THE PERIOD FOR RESPONSE: [check only a) or b)] 

a} 73 ex P' res months from the mailing date of the final rejection. 

b) tXI expires either three months from the mailing date of the final rejection, or on the mailing date of this Advisory Action whichever 
is later. In no event, however, will the statutory period for the response expire later than six months from the date of the final 
rejection. 

Any extension of time must be obtained by filing a petition under 37 CFR 1 .136(a), the proposed response and the appropriate fee The 
date on which the response, the petition, and the fee have been filed is the date of the response and also the date for the purposes of 
determining the period of extension and the corresponding amount of the fee. Any extension fee pursuant to 37 CFR 1 1 7 will be 
calculated from the date of the originally set shortened statutory period for response or as set forth in b) above. 

□ Appellant's Brief is due two months from the date of the Notice of Appeal filed on (or within any 

period for response set forth above, whichever is later). See 37 CFR 1.191 (d) and 37 CFR 1 . 1 92{a). 

Applicant's response to the final rejection, filed on Mar 12, 1999 has been considered with the following effect, 
but is NOT deemed to place the application in condition for allowance: 

i 

IS The proposed amendment(s): 

ES will be entered upon filing of a Notice of Appeal and an Appeal Brief. 
□ will not be entered because: 

□ they raise new issues that would require further consideration and/or search. (See note below). 

□ they raise the issue of new matter. (See note below). 

□ they are not deemed to place the application in better form for appeal by materially reducing or simplifying the 
issues for appeal. 

□ they present additional claims without cancelling a corresponding number of finally rejected claims. 
NOTE: 



XI Applicant's response has overcome the following rejection(s): 
Claims 1-41 under 35 USC 101 



□ Newly proposed or amended claims wou!d be allowable if submitted in a 

separate, timely filed amendment cancelling the non-allowable claims. 

53 The affidavit, exhibit or request for reconsideration has been considered but does NOT place the application in condition 
for allowance because: 

a show/no over the prior art reference is needed. 



□ The affidavit or exhibit will NOT be considered because it is not directed SOLELY to issues which were newly raised by 
the Examiner in the final rejection. 

32 For purposes of Appeal, the status of the claims is as follows (see attached written explanation, if any): 
Claims allowed: none 



Claims objected to: none 



Claims rejected: 1-5 and 7-40 



□ The proposed drawing correction filed on Qas Chas not been approved by the Examiner. 

C3 Note the attached Information Disclosure Statement(s), PTO-1449, Paper No(s). 11 

□ Other // 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 
Application of: Kathleen CM. Campbell Art Unit: 1614 

Serial No.: OS/942,845 Examiner: J.D. Goldberg 

Filed: October 2, 1997 

For: THERAPEUTIC USE OF D-METHIONTNE TO REDUCE THE TOXICITY OF 
PLATINUM-CONTAINING ANTITUMOR COMPOUNDS 

i 

July 6, 1999 

Preliminary Amendment 

TO THE ASSISTANT COMMISSIONER FOR PATENTS, 
SIR: 

Prior to calculating the filing fee and prior to examination of the present application, 
please enter the following amendments and remarks. 

In the Claims : 

Please cancel claims 1-41 without prejudice or disclaimer of any of the subject matter 
contained therein. 

Please enter the following new claims: 

X. A method for preventing or reducing ototoxicity in a patient selected from the 
group consisting of a human, a cat, and a dog undergoing treatment with an anti-cancer 



-1- 



SIU 7356 
PATENT 

effective amount of a platinum-containing chemotherapeutic agent, comprising 
administering to said patient an anti-ototoxic effective amount of D-methionine. 

1 ' 2\ A method for preventing or reducing weight loss in a patient selected from the 
group consisting of a human, a cat, and a dog undergoing treatment with an anti-cancer 
effective amount of a platinum-containing chemotherapeutic agent, comprising 
administering to said patient an anti-weight loss effective amount of D-methionine. 

y 3. A method for preventing or reducing gastrointestinal toxicity in a patient 
selected from the group consisting of a human, a cat, and a dog undergoing treatment 
with an anti-cancer effective amount of a platinum-containing chemotherapeutic agent, 
comprising administering to said patient an anti-gastrointestinal toxicity effective amount 
of D-methionine. 

' A' A method for preventing or reducing neurotoxicity in a patient selected from 
the group consisting of a human, a cat, and a dog undergoing treatment with an anti- 
cancer effective amount of a platinum-containing chemotherapeutic agent, comprising 
administering to said patient an anti-neurotoxicity effective amount of D-methionine. 

y A method for preventing or reducing alopecia in a patient selected from the 
group consisting of a human, a cat, and a dog undergoing treatment with an anti-cancer 
effective amount of a platinum-containing chemotherapeutic agent, comprising 
administering to said patient an anti-alopecia effective amount of D-methionine. 

6: The method of claim 1, wherein said D-methionine is administered prior to 
administration of said platinum-containing chemotherapeutic agent. 
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' 7. The method of claim 1, wherein said D-methionine is administered 
simultaneously with administration of said platinum-containing chemotherapeutic agent. 

f[ 8. The method of claim I, wherein said D-methionine is administered 
subsequently to administration of said platinum-containing chemotherapeutic agent. 

"' 9. The method of claim 1, wherein said effective amount of said D-methionine is 
administered to said patient in a time period fr m about 36 hours before administration of; 
said platinum-containing chemotherapeutic agent to about 36 hours after administration 
of said platinum-containing chemotherapeutic agent. 

' 7 10. The method of claim 1, wherein said effective amount of said D-methionine 
is administered to said patient in a time period from about 25 hours before administration 
of said platinum-containing chemotherapeutic agent to about 25 hours after 
administration of said platinum-containing chemotherapeutic agent. 

l 1. The method of claim 1, wherein said effective amount of said D-methionine 
is administered to said patient in a time period from about 6 hours before administration 
of said platinum-containing chemotherapeutic agent to about 6 hours after administration 
of said platinum-containing chemotherapeutic agent. 

12. The method of claim 1, wherein said effective amount of said D-methionine 
is administered to said patient in a time period from about 1 hour before administration of 
said platinum-containing chemotherapeutic agent to about 1 hour after administration of 
said platinum-containing chemotherapeutic agent. 

.,■1 

- 13. The method of claim 1, wherein said effective amount of said D-methionine 
is administered to said patient in a time period from about one-half hour before 
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administration of said platinum-containing chemotherapeutic agent to about one-half hour 
after administration of said platinum-containing chemotherapeutic agent. 

,14. The method of claim 1, wherein said platinum-containing chemotherapeutic 
agent is selected from the group consisting of c^-diamminedi-chloroplatinum(II), trans- 
diaminidichloroplatinum(II), c/s-diammine-diaquaplatinum(II)-ion, chloro(diethyl- 
enetriamine)-platinum(II) chloride, dichloro(ethylene-diamine)-platinum(II), 
diammine(l ,l-cyclobutanedi-carboxylato)-platinum(II), spiroplatin, dichlorotrans- ; 
dihydroxybisisopropolamine platinum IV (iproplatin), diammine(2-ethylmalonato)- 
platinum(II), ethylenediamine-malonatoplatinum(II), aqua(l,2-diaminodyclohexane)- 
sulfatoplatinum(II), (l,2-diaminocyclohexane)malonato-platinum(II), (4-carboxy- 
phthalato)(l,2-diaminocyclo-hexane)-platinum(II), (1,2-diaminocyclohexane)- 
(isocitrato)platinum(II), (l,2-diaminocyclohexane)-cw(pyruvato)platinum(II), and (1,2- 
diaminocyclohexane)-oxalatoplatinum(II). 

,15. The method of claim 14, wherein said platinum-containing chemotherapeutic 
agent is cw-diamminedichloro-platinum(II). 

i- ') 

16". The method of claim 1, wherein said effective amount of D-methionine is in 
the range of from about 0. 1 mg/kg body weight to about 500 mg/kg body weight. 

Vf. The method of claim 1, wherein said effective amount of D-methionine is in 
the range of from about 1 mg/kg body weight to about 400 mg/kg body weight. 

18. The method of claim 1, wherein said effective amount of D-methionine is in 
the range of from about 10 mg/kg body weight to about 300 mg/kg body weight. 
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49. The method of claim 1, wherein said effective amount of D-methionme is in 
the range of from about 1 mg/kg body weight to about 100 mg/kg body weight. 

(A 

j>0. The method of claim 1, wherein said effective amount of D-methionine is in 
the range of from about 10 mg/kg body weight to about 75 mg/kg body weight. 

( 

21. The method of claim 1, wherein said effective amount of D-methionine m 
relation to said anti-cancer effective amount of said platinum-containing 
chemotherapeutic agent is in the range of from about 4:1 to about 167:1, 
D-methionine:platinum-containing chemotherapeutic agent, on a molar basis. 

,.22. The method of claim 1, wherein said effective amount of D-methionine in 
relation to said anti-cancer effective amount of said platinum-containing 
chemotherapeutic agent is in the range of from about 4.25:1 to about 100:1, 
D-methionine:platinum-containing chemotherapeutic agent, on a molar basis. 

23. The method of claim 1, wherein said effective amount of D-methionine in 
relation to said anti-cancer effective amount of said platinum-containing 
chemotherapeutic agent is in the range of from about 4.68:1 to about 20:1, 
D-methionine:platinum-containing chemotherapeutic agent, on a molar basis. 

U'""2 

^,24. The method of claim 1, wherein said effective amount of D-methionine in 
relation to said anti-cancer effective amount of said platinum-containing 
chemotherapeutic agent is about 18.75:1, D-methionine:platinum-containing 
chemotherapeutic agent, on a molar basis. 

,25. The method of claim 1, wherein said D-methionine is administered orally or 
parenterally. 
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26. The method of claim 25, wherein said platinum-containing chemotherapeutic 
agent is administered parenterally. 



The method of claim 26, wherein said parenteral administration is by slow 
intravenous infusion. 



The method of claim 1, further comprising administering to said patient a ; 
supplemental amount of D-methionine in the range of from about 0.1 mg/kg body weight 
to about 500 mg/kg body weight per week during and/or after the course of treatment 
with said platinum-containing chemotherapeutic agent. 



2$. The method of claim 28, wherein said supplemental amount of D-methionine 
is administered orally or parenterally. 



3$ A method for preventing or reducing ototoxicity in a patient undergoing 
treatment with an anti-cancer effective amount of a platinum-containing 
chemotherapeutic agent selected from the group consisting of cisplatin, carboplatin, and 
iproplatin, comprising: 

intravenously administering to said patient about 10 mg/kg body weight to about 
75 mg/kg body weight of D-methionine, or a pharmaceutically acceptable salt thereof, or 






D-methionine or a pharmaceutically acceptable salt thereof in a molar ratio of 
about 18.75:1, D-methionine:platinum-containing chemotherapeutic agent, 
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within about one-half hour before administration of said platinum-containing 
chemotherapeutic agent to about one-half hour after administration of said platinum- 
containing chemotherapeutic agent. 

3^ The method of claim 1, wherein said platinum-containing chemotherapeutic 
agent is cisplatin. 

"^jz. The method of claim 2, wherein said platinum-containing chemotherapeutic ; 
agent is cisplatin. 



The method of claim 3, wherein said platinum-containing chemotherapeutic 
agent is cisplatin. 



The method of claim 4, wherein said platinum-containing chemotherapeutic 
agent is cisplatin. 

The method of claim 5, wherein said platinum-containing chemotherapeutic 
agent is cisplatin. 

• ^6. A method for preventing or reducing ototoxicity in a patient selected from the 
group consisting of a human, a cat, and a dog undergoing treatment with an anti-cancer 
effective amount of a platinum-containing chemotherapeutic agent, comprising 
administering to said patient an anti-ototoxic effective amount of D,L-methionine. 
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1X1 Responsive to communication(s) filed on Jul 6, 1999 . 

□ This action is FINAL. 

□ Since this application is in condition for allowance except for formal matters, prosecution as to the merits is closed 
in accordance with the practice under Ex parte Quayle, 1935 CD. 11; 453 O.G. 213. 



A shortened statutory period for response to this action is set to expire 



month(s), or thirty days, whichever 



is longer, from the mailing date of this communication. Failure to respond within the period for response will cause the 
application to become abandoned. (35 U.S.C. § 133). Extensions of time may be obtained under the provisions of 
37 CFR 1.136(a). 



Disposition of Claims 

23 Claim(s) 42-77 



is/are pending in the application. 



Of the above, ciaim(s) 
□ Claim(s) 



Ki Claim(s) 42-77 

□ Ciaim(s) 

□ Claims 



is/are withdrawn from consideration. 

is/are allowed. 

is/are rejected, 

is/are objected to. 



are subject to restriction or election requirement. 



Application Papers 

□ See the attached Notice of Draftsperson's Patent Drawing Review, PTO-948. 

□ The drawing(s) filed on is/are objected to by the Examiner. 

□ The proposed drawing correction, filed on is Qpproved disapproved. 

□ The specification is objected to by the Examiner. 

□ The oath or declaration is objected to by the Examiner. 

Priority under 35 U.S.C. § 119 

□ Acknowledgement is made of a claim for foreign priority under 35 U.S.C. § 119(a)-(d). 

□ All □ Some* LlNone of the CERTIFIED copies of the priority documents have been 

□ received. 

□ received in Application No. (Series Code/Serial Number) . 

□ received in this national stage application from the International Bureau (PCT Rule 17.2(a)). 
^Certified copies not received: 



□ Acknowledgement is made of a claim for domestic priority under 35 U.S.C. § 119(e). 
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□ Notice of Draftsperson's Patent Drawing Review, PTO-948 
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Application/Control Number: 08/942,845 Page 2 

Art Unit: 1614 



The request filed on July 06, 1997 for a Continued Prosecution Application (CPA) under 
37 CFR 1 .53(d) based on parent Application No. 08/942,845 is acceptable and a CPA has been 
established. An action on the CPA follows. 

Applicant elected the specific entranced combination of cisplatin and D-mentionine with 
traversed in Paper No. 5. This restriction requirement was modified (Paper No. 6) in that the D i 
and D, L methionine will be examined with the cisplatin. 

The claims are being examined as they read on the elected enhanced combination of 
cisplatin and methionine. 

Claims 1-36 have been renumbered as claims 42-77. 

The following is a quotation of 35 U.S.C 103(a) which forms the basis for all 
obviousness rejections set forth in this Office action: 

(a) A patent may not be obtained though the invention is not identically disclosed or described as set forth in 
section 102 of this title, if the differences between the subject matter sought to be patented and the prior art are 
such that the subject matter as a whole would have been obvious at the time the invention was made to a person 
having ordinary skill in the art to which said subject matter pertains. Patentability shall not be negatived by the 
manner in which the invention was made. 

Claims 42-77 are rejected under 35 U.S.C. 103(a) as being unpatentable over the 
Newman et al. reference of record. 

The Newman et al. reference teaches cisplatin at 16 mg/kg with methionine being 
administered 15 minutes before or one hour after the cisplatin with a "decrease... the toxicity of 
the pT compd." (last two lines)^|he reference does not teach the specific toxicities involved. In 
view of this, one skilled in the art would be motivated to employ methionine to reduce toxic 
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effect of cisplatin. Clearly, the specific toxic effects being claimed would be reduced by 
employing methionine. 

Claims 42-54, 57-70 and 77 are rejected under 35 U.S.C. 1 12, first paragraph, because the 
specification, while being enabling for the specific platinum-containing chemotherapeutic agent 
disclosed, does not reasonably provide enablement for the term ; 
"Platinum-containing chemotherapeutic agent". The specification does not enable any person 
skilled in the art to which it pertains, or with which it is most nearly connected, to use the 
invention commensurate in scope with these claims. The term "platinum-containing 
chemotherapeutic agent" in claims 42-54, 57-70, and 77 lacks clear exemplary support in the 
specification as filed. 

Claims 42-77 are rejected under 35 U.S.C. 112, first paragraph, because the specification, 
while being enabling for the specific cancers disclosed, does not reasonably provide enablement 
for the term- "anti-cancer". The specification does not enable any person skilled in the art to 
which it pertains, or with which it is most nearly connected, to use the invention commensurate 
in scope with these claims. The term "anti-cancer" in claims 42-77 lacks clear exemplary 
support in the specification as filed. 

The cancer therapy art remains highly unpredictable, and no example exists for of a 
efficacy single product against cancer generally. Therefore, based on the unpredictable nature of 
the invention and state of the prior art, the lack of guidance and working example, and the 



Application/Control Number: 08/942,845 
Art Unit: 1614 



Page 4 



extreme breadth of the claims, one skilled in this art could not use the entire scope of the claimed 
invention without undue experimentation. 

Any inquiry concerning this communication or earlier communications from the 
examiner should be directed to Examiner J. D. Goldberg, whose telephone number is (703) 308- 
4606. The examiner can normally be reached on Monday through Thursday from 9:00 a.m. to < 
3:00 p.m. 

If attempts to reach the examiner by telephone are unsuccessful, the examiner's 
supervisor, Marianne Cintins, can be reached on (703) 308-4725. The fax phone number for the 
organization where this application or proceeding is assigned is (703) 308-4556 or 305-3592. 

Any inquiry of a general nature or relating to the status of this application or proceeding 
should be directed to the receptionist whose telephone number is (703) 308-1235. 



J. Goldberg:jmr 
July 23, 1999 
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IN THE UNITED STATES PATENT AND TRADEMARK OFFICE 

Application of Kathleen C. M. Campbell Art Unit 1614 

Continued Prosecution Application 
Serial No. 08/942,845 
Filed October 2, 1997 

For THERAPEUTIC USE OF D-METHIONTNE TO REDUCE THE TOXICITY OF 

PLATINUM-CONTAINING ANTI-TUMOR COMPOUNDS 
Examiner: J.D. Goldberg 

February 4, 2000 
AMENDMENT D 

TO THE ASSISTANT COMMISSIONER FOR PATENTS, 
SIR: 

In response to the Office action of August 6, 1999, the time for response to which is 
extended to February 4, 2000, under 37 C.F.R. §1. 136(a), please enter the following amendments 
to the above referenced application: 

IN THE CLAIMS : 

Please amend claims 42-56, 62-65, 67, 69 and 71-77 as follows: 

42. (amended) A method for preventing or reducing ototoxicity in a patient 
selected from the group consisting of a human, a cat, and a dog undergoing treatment 
with a[n anti-cancer] chemotherapeutic effective amount of [a platinum-containing 
chemotherapeutic agent] an anti-tumor platinum-coordination compound , comprising 

5 administering to said patient an anti-ototoxic effective amount of D-methionine. 

43. (amended) A method for preventing or reducing weight loss in a patient 
selected from the group consisting of a human, a cat, and a dog undergoing treatment 
with a[n anti-cancer] chemotherapeutic effective amount of [a platinum-containing 
chemotherapeutic agent] an anti-tumor platinum-coordination compound , comprising 

5 administering to said patient an anti-weight loss effective amount of D-methionine. 

44. (amended) A method for preventing or reducing gastrointestinal toxicity in a 
patient selected from the group consisting of a human, a cat, and a dog undergoing 
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treatment with a[n anti-cancer] chemotherapeutic effective amount of [a platinum- 
containing chemotherapeutic agent] an anti-tumor platinum-coordination compound . 
5 comprising administering to said patient an anti-gastrointestinal toxicity effective amount 
of D-methionine. 

45. (amended) A method for preventing or reducing neurotoxicity in a patient 
selected from the group consisting of a human, a cat, and a dog undergoing treatment 
with a[n anti-cancer] chemotherapeutic effective amount of [a platinum-containing 
chemotherapeutic agent] an anti-tumor platinum-coordination compound , comprising 

5 administering to said patient an anti-neurotoxicity effective amount of D-methionine. 

46. (amended) A method for preventing or reducing alopecia in a patient selected 
from the group consisting of a human, a cat, and a dog undergoing treatment with a[n 
anti-cancer] chemotherapeutic effective amount of [a platinum-containing 
chemotherapeutic agent] an anti-tumor platinum-coordination compound , comprising 

5 administering to said patient an anti-alopecia effective amount of D-methionine. 

Claim 47, line 2, replace "platinum-containing chemotherapeutic agent" with « 
anti-tumor platinum-coordination compound-. 

Claim 48, line 2, replace "platinum-containing chemotherapeutic agent" with - 
anti-tumor platinum-coordination compound--. 

- Claim 49, line 2, replace "platinum-containing chemotherapeutic agent" with - 
anti-tumor platinum-coordination compound-. 

50. (amended) The method of claim 42, wherein said effective amount of said D- 
methionine is administered to said patient in a time period from about 36 hours before 
administration of said [platinum-containing chemotherapeutic agent] anti-tumor 
platinum-coordination compound to about 36 hours after administration of said 

5 [platinum-containing chemotherapeutic agent] anti-tumor platinum-coordination 
compound . 

51. (amended) The method of claim 42, wherein said effective amount of said D- 
methionine is administered to said patient in a time period from about 25 hours before 
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administration of said [platinum-containing chemotherapeutic agent] anti-tumor 
platinum-coordination compound to about 25 hours after administration of said 
5 [platinum-containing chemotherapeutic agent] anti-tumor platinum-coordination 
compound . 

52. (amended) The method of claim 42, wherein said effective amount of said D- 
methionine is administered to said patient in a time period from about 6 hours before 
administration of said [platinum-containing chemotherapeutic agent] anti-tumor 
platinum-coordination compound to about 6 hours after administration of said [platinum- 

5 containing chemotherapeutic agent] anti-tumor platinum-coordination compound . 

53. (amended) The method of claim 42, wherein said effective amount of said D- 
methionine is administered to said patient in a time period from about 1 hour before 
administration of said [platinum-containing chemotherapeutic agent] anti-tumor 
platinum-coordination compound to about 1 hour after administration of said [platinum- 

5 containing chemotherapeutic agent] anti-tumor platinum-coordination compound . 

54. (amended) The method of claim 42, wherein said effective amount of said D- 
methionine is administered to said patient in a time period from about one-half hour 
before administration of said [platinum-containing chemotherapeutic agent] anti-tumor 
platinum-coordination compound to about one-half hour after administration of said 

5 [platinum-containing chemotherapeutic agent] anti-tumor platinum-coordination 
compound . 

Claim 55, lines 1-2, replace "platinum-containing chemotherapeutic agent" with - 
anti-tumor platinum-coordination compound—. 

Claim 56, lines 1-2, replace "platinum-containing chemotherapeutic agent" with - 
anti-tumor platinum-coordination compound-. 

62. (amended) The method of claim 42, wherein said effective amount of D- 
methionine in relation to said [anti-cancer] chemotherapeutic effective amount of said 
[platinum-containing chemotherapeutic agent] anti-tumor platinum-coordination 
compound is in the range of from about 4:1 to about 167:1, D-methionine:[platinum- 
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5 containing chemotherapeutic agent] anti-tumor platinum-coordination compound , on a 
molar basis. 

63. (amended) The method of claim 42, wherein said effective amount of D- 
methionine in relation to said [anti-cancer] chemotherapeutic effective amount of said 
[platinum-containing chemotherapeutic agent] anti-tumor platinum-coordination 
compound is in the range of from about 4.25:1 to about 100:1, D-methionine: [platinum- 

5 containing chemotherapeutic agent] anti-tumor platinum-coordination compound , on a 
molar basis. 

64. (amended) The method of claim 42, wherein said effective amount of D- 
methionine in relation to said [anti-cancer] chemotherapeutic effective amount of said 
[platinum-containing chemotherapeutic agent] anti-tumor platinum-coordination 
compound is in the range of from about 4.68:1 to about 20:1, D-methionine:[platinum- 

5 containing chemotherapeutic agent] anti-tumor platinum-coordination compound , on a 
molar basis. 

65. (amended) The method of claim 42, wherein said effective amount of D- 
methionine in relation to said [anti-cancer] chemotherapeutic effective amount of said 
[platinum-containing chemotherapeutic agent] anti-tumor platinum-coordination 
compound is about 18.75:1, D-methionine:[platinum-containing chemotherapeutic agent] 

5 anti-tumor platinum-coordination compound , on a molar basis. 

- Claim 67, lines 1-2, replace "platinum-containing chemotherapeutic agent" with - 
anti-tumor platinum-coordination compound-. 

Claim 69, line 4, replace "platinum-containing chemotherapeutic agent" with - 
anti-tumor platinum-coordination compound-. 

71. (amended) A method for preventing or reducing ototoxicity in a patient 
undergoing treatment with a[n anti-cancer] chemotherapeutic effective amount of [a 
platinum-containing chemotherapeutic agent] an anti-tumor platinum -coordination 
compound selected from the group consisting of cisplatin, carboplatin, and iproplatin, 
5 comprising: 
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intravenously administering to said patient about 10 mg/kg body weight to about 
75 mg/kg body weight of D-methionine, or a pharmaceutically acceptable salt thereof, or 

D-methionine or a pharmaceutically acceptable salt thereof in a molar ratio of 
about 18.75:1, D-methionine:[platinum-containing chemotherapeutic agent] anti-tumor 
platinum-coordination compound , 

within about one-half hour before administration of said [platinum-containing 
chemotherapeutic agent] anti-tumor platinum-coordination compound to about one-half 
hour after administration of said [platinum-containing chemotherapeutic agent] anti- 
tumor platinum-coordination compound . 

Claim 72, lines 1-2, replace "platinum-containing chemotherapeutic agent" with - 
anti-tumor platinum-coordination compound-. 

Claim 73, lines 1-2, replace "platinum-containing chemotherapeutic agent" with - 
anti-tumor platinum-coordination compound-. 

Claim 74, lines 1-2, replace "platinum-containing chemotherapeutic agent" with - 
anti-tumor platinum-coordination compound-. 

Claim 75, lines 1-2, replace "platinum-containing chemotherapeutic agent" with - 
anti-tumor platinum-coordination compound-. 

Claim 76, lines 1-2, replace "platinum-containing chemotherapeutic agent" with - 
anti-tumor platinum-coordination compound-. 

77. (amended) [A] The method of claim 42, wherein [for preventing or reducing 
ototoxicity in a patient selected from the group consisting of a human, a cat, and a dog 
undergoing treatment with an anti-cancer effective amount of a platinum-containing 
chemotherapeutic agent, comprising administering to said patient] an anti-ototoxic 
effective amount of D,L-methionine is administered to said patient . 
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Please add the following new claim 78: 

78. The method of claim 42, wherein an anti-ototoxic effective amount of a 
methionine protective agent consisting essentially of D-methionine is administered to 
said patient. 

REMARKS 

Reconsideration of the application claims as amended and in view of the following 
remarks is respectfully requested. 

Non-Obviousness 

Claims 42-77 stand rejected under 35 U.S.C. § 103(a) as being unpatentable over the 
Newman et al. reference. In light of the declaration of Dr. Kathleen CM. Campbell submitted 
herewith and the remarks presented hereunder, it is respectfully submitted that claims 42-77 
define patentably over the cited reference. 

The present invention is directed to the therapeutic use of D-methionine to prevent 
ototoxicity, weight loss, gastrointestinal toxicity, neurotoxicity and alopecia in a human, cat or a 
dog undergoing treatment with a chemotherapeutic effective amount of an anti-tumor platinum- 
coordination compound. As set forth in detail in Dr. Campbell's declaration, Newman et al. 
cannot be said to provide the necessary teaching, suggestion, motivation, or reasonable 
expectation of success required to lead one ordinarily skilled in the art to the subject matter of the 
present invention. 

The Newman reference only describes the administration of thiourea and L-methionine in 
combination with cisplatin to mice inoculated with leukemia cells, presumably for the prevention 
of nephrotoxicity (kidney damage). Newman conveys no teaching or suggestion of any method 
for inhibiting ototoxicity, weight loss, gastrointestinal toxicity, neurotoxicity or alopecia. In fact, 
Newman fails to specify any particular form of toxicity. 

As explained in the attached declaration of Dr. Campbell, one skilled in the art would 
most likely presume that the toxic effect observed by Newman was nephrotoxicity. However, 
one ordinarily skilled in the art would not interpret the reference as teaching or suggesting that 
the combination of L-methionine and cisplatin was necessarily successful in reducing 
nephrotoxicity. The Newman reference does not include any substantive data concerning the 
administration of L-methionine in reducing or protecting against nephrotoxicity in mice and the 
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1. An examiner's amendment to the record appears below. Should the changes and/or 
additions be unacceptable to applicant, an amendment may be filed as provided by 37 CFR 1.312. 
To ensure consideration of such an amendment, it MUST be submitted no later than the payment 
of the issue fee. 

Authorization for this examiner's amendment was given in a telephone interview with Mr. 
John K. Roedel, Jr. on May 1, 2000. 

2. The application has been amended as follows: The term wherein the D-methionine is 
substantially free of the L-isomer" has been added to the end of claims 42-46 and 71. Claim 77 
has been canceled, without prejudice. Any inquiry concerning this communication or 
earlier communications from the examiner should be directed to Jerome D. Goldberg whose 
telephone number is (703) 308-4606. 
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All participants (applicant, applicant's representative, PTO personnel): 
(1 ) Jerome D. Goldberg 



(2) Mr. John K. Roedel, Jr. 



(3) 
(4) 



Date of Interview 



May 1, 2000 



Type: XI Telephonic □ Personal (copy is given to □ applicant □ applicant's representative). 
Exhibit shown or demonstration conducted: □ Yes E8 No. If yes, brief description: 



Agreement (XI was reached. □ was not reached. 

Claim(s) discussed: 42-46 and 77 

Identification of prior art discussed: 



Description of the general nature of what was agreed to if an agreement was reached, or any other comments: 

Ok to add (he term wherein the D-methionine is substantially free of the L-isomer" to the end of claims 42-46 and 71. 

Ok to cancel claim 77, without prejudice. 



(A fuller description, if necessary, and a copy of the amendments, if available, which the examiner agreed would render 
the claims allowable must be attached. Also, where no copy of the amendents which would render the claims allowable 
is available, a summary thereof must be attached.) 

1. ES It is not necessary for applicant to provide a separate record of the substance of the interview. 

Unless the paragraph above has been checked to indicate to the contrary, A FORMAL WRITTEN RESPONSE TO THE 
LAST OFFICE ACTION IS NOT WAIVED AND MUST INCLUDE THE SUBSTANCE OF THE INTERVIEW. (See MPEP 
Section 713.04). If a response to the last Office action has already been filed, APPLICANT IS GIVEN ONE MONTH 
FROM THIS INTERVIEW DATE TO FILE A STATEMENT OF THE SUBSTANCE OF THE INTERVIEW. 

2. □ Since the Examiner's interview summary above (including any attachments) reflects a complete response to 

each of the objections, rejections and requirements that may be present in the last Office action, and since the 
claims are now allowable, this completed form is considered to fulfill the response requirements of the last 
Office action. Applicant is not relieved from providing a separate record of the interview unless box \ above., 
is also checked. O ^\ / 



Examiner Note: You must sign and stamp this form unless it is an attachment to a signed Office action. 
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